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t * Background Information 

Since July 1951, a project designed to develop a synthetic 
drug which would be as safe as codeine with respect to toxicity 
antltusslve activity, and addiction liability has been carried 

*y 

on within the National lnsfftufe-of Mental Health Addiction 

Research Center, PHS Hospital, Lexington, Kentucky. This 

/ • 

project has been financed In large part by funds from the 

Office of Naval Research and this description constitutes a 

s 

request for renewal of the project for the period I July 1956 
to 30 June 1957. 

A synthetic substitute for codeine Is badly needed since 
opium or morphine derived from opium constitute the only source 
of codeine. Unless a synthetic substitute for codeine Is 
developed the United States must continue to stockpile opium 
In order To provide adequate supplies of codeine for both the 
civilian and military populations In the event of war* The 
facilities of the Nl ?.H Addiction Research Center are not 
sufficient to carry on this work In addition to drug, testing 


£; 
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required for the of alt new analgesics, unless 

additional funds Wz supplied by the Department of Defense 


2* %brfc Accomplished to Dale 


Previous work has been summarized In the annual progress 
reports sent to Copt. F* H* Qulcaby, Head of the Physiology 
Branch, Office of Naval Research* 

Two drugs have been developed which are promising potential 
substitutes for codeine for relief of cough* These drugs are 
(H dextromethorphan, and 121 narcotine* Neither drug possesses 
any addiction liability and both have relatively low toxicity. 
They currently are under Intensive clinical study for- anti- 

■j 

t uss Ive effect * 

Although two ver y- prorals l ng ant I russ l ve substitutes for 
codeine have b^en found, no compound is yet available which Is 
es effective as codeine for the relief of ralld grades of pain 
and which Is as safe as codeine with respect to both toxicity 
and addiction liability* hbre than 25 compounds have been 
studied to date* Seven of these compounds have some premise 
as subst Itutes for code Ine for analgesic use* The outstanding 

fi ■ _ 

compounds are a Ipha-d l - and alpha-d-l,2-Diphcnyl-2-propioncxy— 
dlmethy lamlno-3-meihy ibutane* The czx frerota tory isomer 
accounts for all the analgesic potency of these parr Icuter 
compounds* The drugs ere nonfoxlc, are better sedatives than 
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Is codeine, suppr 
sod have been rep 
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abstinence frora morphine oaly slightly, 
! ted-to be effective to the relief of 
e .| Idlest pain, although studies of the analgesic effect 
are still Inadequate* 


3. Need for Continuation of the Project 


Although two drugs have been discovered that have promise 

as potential antltussfve substitutes for codeine and several 

drugs have been discovered which might serve as possible 

substitutes for codeine for analgesia. It Is stilt unknown 

whether any of these drugs will be completely satisfactory 

fo clinical use for either purpose. It Is, therefore, 

essential to continue the search since the larger the number 

of compounds deve toped grea ter Is the chance of finding a 

completely adequate substitute. 
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4* T*crk Proposed 


During the period t July 1956 to 30 iune 1957 we propose 
to complete the studies on the very Important methylbufsae 
compounds mentioned above* This drug Is so promising that 
direct addiction 1 lab! ! Hy 'studies are required. Such studies 
are very time consuming and will require six to nine months 
.for comp! et ion. In addition, we Intend to study the addiction 
liability of N-a Ilyld Ihydrchydroxycode i none to evaluate the 
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addiction liability of the dthydrocode Ine and Jo study such 
©Her substances as maybe suggested by the Committee on 
Drug Addiction and Narcotics, Net tonal Besearch Counc 1 1 , 


5. Methods 

/ 

The methods to be used are the sfaadtrd addiction liability 
testing methods of the NIMH Addict Ion Besearch Center, These 
have been described In previous project descriptions and 
should be consulted for details, 

6, Evaluation of Data 

5 . * , . 

The e va l ua tfon of data oB t si he d f o the a dd l c 1 1 o n liability 
program has also been discussed In previous protect descr Ipt ions , 


7, Location of Project 


s 


^ork wiH be carried out at the NIMH Add id ion Besearch 
Center, 'PHS Hospital, Lexington, Kentucky, 7 kfs institution 

provides the two necessary facilities for fee type of work to 

/ 

be undertaken: U! a pool of patients who siH volunteer for 

experiments with drugs, and 12} strict environmental control 


which prevents rh 3 introduction or drugs other than those under 
study Into the expe r I merit a l sir cat lea. 
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8. Experimental Personnel 


TSbrk will be carried out under He direct Ion- of H 


t 
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a crufts t I ^ 


M.D., Director, NlbH Addiction Research Center. This Investigator 
has had twelve years of experience J» research In nercoMc drug 


addiction and has published many papers in He field. He will 
be assJshed by Ho other experienced physicians. Dr. H. F. Fraser 
and Dr. Abraham ^ik ler , both of whom have had extensive experience 
In research In addict ion, with many publicat ions . In addition 
to these medical personnel the part-time services of a biochemist 
and research psychologist will be made available. A special 


ward for the conduct of these studies Is current ly In operat ion. 
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9. Est f rated Cost ■: * 


The amount of money requested has been Increased. This Is 
necessary In order to provide funds for the Increase In Civil 
Service pay wh'Ich went Into effect In- March 1955. 

J 

t , Personnel . 

6 Psychiatric Aides GS-5 ($4210. p.a.l 
{ physical Science Aide GS-S 



2. Reserve for Premium Pay 

TNIchi differential, Ho 1 1 oa v , Overt I me 1 

3. Travel 
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J.Usce llansous Expense 
(Drugs, chemicals, r’arsv-erc 
photograph ic supplies, c»c) 
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23 ion vary lv30 


Harris Isbell, M.D 
D i rector 




